Silver-Russell syndrome (SRS) was In two families, marker analysis showed mUPD7. Both VNTR markers were informative in both families. For family 1, D7S21 showed isodisomy, and for family 2 both mother and child were homozygous for alleles different from the father. In the case of D7S22, proband 1 was heterodisomic whereas proband 2 showed isodisomy for one maternal allele ( fig  1A, B) .
In family 1, there were an additional seven informative microsatellite markers and in family 2, eight informative microsatellite markers (table 1) . Cytogenetic localisation and order of all the markers were taken from Tsui et al. 14 In both patients, all markers informative for parent of origin showed mUPD7. Considering only the proband and maternal markers, it was possible to explore the nature of the disomy, that is, whether the proband had inherited a copy of each of the mother's chromosome 7 (heterodisomy) or two copies of one chromosome (isodisomy). In family 1, six markers indicated definite isodisomy, eight markers definite heterodisomy, and three were not informative as the mother was homozygous. In family 2, six markers indicated definite isodisomy, eight markers definite heterodisomy, and four were not informative. In this analysis, the simplest model, based on the least number of recombinations compatible with the data, was assumed.
PATIENTS WITH mUPD7
The clinical features of the two patients with mUPD7 are shown in table 2. They showed no major differences from the other 30 patients, The accumulated evidence supports the hypothesis that there are one or more imprinted genes on chromosome 7 important in pre-and postnatal growth. In isodisomy it is possible that part of the phenotype is a consequence of a recessive maternal gene. There is one case of SRS6 and one of pre-and postnatal growth failure'0 with apparently pure heterodisomy, although in the latter case there were only eight informative markers along the length of the chromosome and a double recombination between one or more pairs of markers cannot be ruled out. In the two cases presented here there is mixed disomy, but between the two cases there is minimal overlap in the regions isodisomic for chromosome 7. These are restricted to 7pter-p22 and 7q35-qter (table 1) . Where complete heterodisomy is present, exposure of a maternal recessive gene cannot explain the phenotype and the best explanation is the presence of an imprinted gene whose expression is diminished or absent when only maternal alleles are present. The explanation in the remainder of cases of SRS may be a mutation/ deletion in the allele of paternal origin or that the condition is heterogeneous with more than one aetiology.
The connection with imprinted genes is strengthened by the fact that human chromosome 7 has homology with multiple mouse chromosome regions; of the six mouse chromosomes that are known to possess imprinted regions, four have regions of homology with human chromosome 7 (mouse chromosomes 2, 6, 11, and 12).'5 Proximal mouse chromosome 11 is particularly interesting as maternal disomy of this region is associated with reduced prenatal growth. The homologous region on human chromosome 7 contains the genes for insulin-like growth factor binding proteins-1 and -3 and for the epidermal growth factor receptor. All of these could play a part in growth regulation.
A common feature of SRS is facial, truncal, or limb asymmetry suggesting regional growth differences which could be caused by mosaicism. It is most likely that in our two cases the mUPD7 arose from a non-disjunction and the production of a trisomic line during meiosis 1 after recombination. This was then followed by trisomic rescue producing a mixed disomic line in the embryo. 
